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Background Results Patient summary

-

« Cholangiocarcinamas (CCAs) are rare and aggressive cancers with a poor prognosis; the 5-year overall « As of July 10, 2025, enroliment in phase 1b was complete, with 7 patients enrolled in the US, Germany, France,

survival rates regardless of stage of diagnosis are 9%—10%, and only 2% in patients with distant metastases’ and South Korea _ _ BaCkg round and rationale
» Six of the 7 patients enrolled were DLT evaluable

Early-stage disease is generally asymptomatic, and most patients present with locally advanced, unresectable « Six patients remain on treatment and 1 patient discontinued due to an AE

. - The combination of the immunotherapy durvalumab (DURVA) with
—_ 0
or metastatic disease at diagnosis? One patient was not DLT evaluable due to receiving <75% of the planned

* Duration of treatment ranged between 1 and 4 months O ivosidenib dose in cycle 1 without a DLT. Patient remains on treatment but gemcitabine and cisplatin (GEM/CIS) is a standard initial treatment
The only approved therapy and standard of care (SOC) for first line, locally advanced unresectable or w was replaced per protocol for cholangiocarcinoma (CCA). This clinical study (NCT06501625)

metastatic CCAis (;Temotherapy (gemcitabine and cisplatin) in combination with immunotherapy (durvalumab Baseline patient demographics and disease characteristics . Grade 3 drug-associated liver injury, with elevated transaminases and Is evaluating the addition of ivosidenib (IVO), an IDH1 inhibitor,
or pembrolizumab)* 16.7% bilirubin, occurred in 1 patient and was considered related to ivosidenib, to this regimen for patients with mutated /DH1 advanced
_ _13 -0664 i i i i i : o emcitabine, and cisplatin ' initi i '
ln thhe phagﬁe 3 TOF_’AZ_f_1 aEd _KEYNO(';'E 966II studl_es,I adding dlérvgllrjlmﬁb ort%embrollzlumab, respectively, Demographics and disease characteristics All pa_tlents (1/6 PATIENTS) g P | | . | or metastatic CCA. The initial safety lead-in phase aimed to
O chemotnerapy signincantly improvea overall survival comparea with chemaotnerapy alone. (N=7) « All study drugs were interrupted; a liver biopsy indicated combined damage determine the safety and recommended dose for the combination.

lvosidenib is a first-in-class, oral, targeted, small-molecule inhibitor of mutated isocitrate dehydrogenase 1 Age, years (range) 37-75 from a pre-existing condition (fatty liver and prior HCV infection) and acute
(mIDH1) that is approved in 48 countries for the treatment of adults with previously treated locally advanced toxicity. Study drugs were discontinued; the patient fully recovered

. Sex, n (%)
or metastatic mIDH1 CCA®’ Male 4 (57.1)

Methodology

Recent studies suggest mIDH1 leads to repression of key immune-related genes, impairing lymphocyte Female 3(42.9) ® 6 0 O _
infiltration and ivosidenib stimulates T cell recruitment and effector function in preclinical CCA models.2 ECOG PS, n (%) Most wwww * The most common Grade23 TEAE was neutrophil count decreased

Inhibition of MIDH1 in combination with SOC in earlier stages of disease may improve clinical benefit 0 5 (71.4) Common — Grade 3 in 3 patients; The study enrolled 7 patients with a performance status (ECOG) ot
' Gradez23

. . . 0 or 1. The treatment regimen consisted of [VO 500 mg once dail
This is a multicenter phase 1b/2 study (NCT06501625) of ivosidenib in combination with durvalumab and 1 2 (28.6) TEAE 67.1% — Grade 4 in 1 patient. This was the only Grade 4 event reported J % J
5 0

. . )
gemcitabine/cisplatin as first-line therapy in patients with locally advanced, unresectable or metastatic CCA mIDH1 allele. n 417 PATIENTS) in the study R/DU(I?\(/ZAI\Q goo m? |>/Il\r/'lfUS|3n eV1ery ?;Véeefks +I‘?EMI 1000 mg/m
with m/DH1 R132C/R132L/R132G/R132H/R132S 3/2/2/0/0 an > mg/m* [V on aays 1 and 3 of each cycle every

3 weeks for up to 8 cycles, followed by IVO 500 mg once daily
and DURVA 1500 mg every 4 weeks until progression of disease.

[~ &
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— Here, we report the results from the safety lead-in phase (phase 1b). Phase 2 is open and ongoing

Cholangiocarcinoma type, n (%) ® O
Intrahepatic 7 (100) ww « Cholangitis (n=1); not related to study drugs. Resolved without treatment

Extrahepatic 0 modification ~
Extent of disease, n (%) 28.6% » Drug-associated liver injury (n=1); considered related to ivosidenib and ~
.0 /0

Locally advanced 1(14.3) gemcitabine/cisplatin; met criteria for DLT. All study drugs were discontinued

* Phase 1b (safety lead-in phase) of the study was designed to establish the recommended combination dose Metastatic 6 (85.7) (2/7 PATIENTS)
(RCD) for phase 2 (expansion phase) Hepatitis B, n (%) - _ |
Ve 1(14.3) o Safety and tolerability: All 7 patients experienced at least one treatment-

Key Eligibility Criteria: Pre-screening Drke Lere. 1 =) No 6 (85.7) w « Asymptomatic Grade 3 QT prolongation emergent adverse event ( AE), and 6 patients experienced 3 grade 3 or higher

(optional)® Ivosidenib 500 mg QD PO + durvalumab + gemcitabine/cisplatin (up to 8 cycles)® o | idenib int ted d th i Ived to Grade 1 within 7 d o .. . .
+ 218 years of age followed by ivosidenib + durvalumab maintenance until PD 1 prior cycle of durvalumab/gemcitabine/cisplatin, n (%) AESI vosidenibwas Interrupted, and the event resolved 1o fsrade 1 within £days AE. One dose-limiting toxicity (DLT) occurred—an instance of drug-associated

* Histologically confirmed CCA 256 oy { ] Yes 3 (42.9) 14.39, " lvosidenibwas restarted at 250 mg Ub; following electrolyte optimization, liver injury—which led to treatment discontinuation for that patient. The liver
phase 2

Key findings

_ Based on DRT review and DLTs Declare - .. . .
" nibH1 stalus determined ¥ RCD No 4 (57.1) (1/7 PATIENTS) IS elesE ED [EreseElElse W ihe il Sl g i injury resolved after the medication was stopped.

A
 Recurrence >6 months De-escalate to Dose Level 2 ECOG PS, Eastern Cooperative Oncology Group performance status; m/DH1, mutant isocitrate dehydrogenase 1.

after curative surgery or last { \

adjuvant therapy / Dosing status: Most patients (6 out of 7) remained on the study at the time

. ECOG PS score 0 or 1 Dose Level 2 (N=6) Safet - | S o of the data cut-off. Dosage interruptions occurred in 4 patients, and 1 required
Ivosidenib 250 mg QD PO + durvalumab Based on Discontinue y * Ivosidenib at 500 mg QD was determined to be the RCD for the combination with durvalumab and gemcitabine/ d ducti
« Measurable disease per + gemcitabine/cisplatin (up to 8 cycles)P —> DRTreview — study cisplatin a dose redauction.

RECIST v1.1 followed by ivosidenib + durvalumab and DLTs All patients, N=7
maintenance until PD TEAEs A ’ * The expansion phase opened using the 500 mg QD dose of ivosidenib and will enroll approximately 40 patients.

The objectives are to evaluate the clinical activity and confirm the safety and tolerability of the combination Preliminary activity: One patient experienced a partial response and 6

Pri Objectives (Phase 1b) Pri Endpoints (Phase 1b) DLTs 1 (16.7)° _ _ | | . : :
e th’:‘;;:; - ?;erabmty A (  As of July 10, 2025, among enrolled patients with at least one post-baseline tumor assessment, 1 (14.3%) patient patients experienced stable disease.

Up to one cycle of durvalumab of the combination -+ Incidence and severity of AEs, AESls, Any grade TEAEs 7 (100 had a partial response, and 4 (57.1%) patients had stable disease J
+ gemcitabine/cisplatin was « Determine the RCD and SAEs

allowed while awaiting mutation - Dose reductions, delays, interruptions, Grade 1/2 TEAEs : / \
results and eligibility confirmation and discontinuations

Grade 3 TEAEs . | - | -

| a . | - b . R - | . Conclusions Conclusion
Data cutoff: July 10, 2025. ?Pre-screening was available for determining the mIDH status. "Up to 7 cycles if durvalumab + gemcitabine/cisplatin was administered prior to study treatment initiation.AE, adverse event; Neutroph || cou nt decreaseda

AESI, AE of special interest; CCA, cholangiocarcinoma; DLT, dose-limiting toxicity; DRT, data review team; ECOG PS, Eastern Cooperative Oncology Group performance status; mIDH1, mutant isocitrate dehydrogenase 1; )

PD, progressive disease; PO, orally; QD, daily; RCD, recommended combination dose; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SAE, serious AE. ChOIangitiS . ] _ _ ] ] _ _ _ _ _
Drug-associated liver injury _ * The combination of ivosidenib 500 mg QD with durvalumab and gemcitabine/cisplatin demonstrated

- Dose-limiting toxicity (DLT) was defined as any clinically significant adverse event (AE) observed during the QT prolongation _ a safety profile similar to that previously reported for ivosidenib,® durvalumab, and gemcitabine/cisplatin® The researchers concluded
first 21 days of dosing (through cycle 1) following administration of study treatment; assessed as not related to Hypomagnesemia : » The 500 mg QD dose of ivosidenib was selected as the RCD that the safety profile of

disease progression, concomitant medications and considered related to study drugs . : :
o - : : : ’ " . SAEs ” » The expansion phase has opened with the 500 mg QD dose of ivosidenib and will enroll approximately adding Ivosidenib to the _
- DLTs were assessed by investigators and reviewed by the data review team. DLT evaluability was determined by: CD)hoIangltls. o e i 40 patients to evaluate the clinical activity and confirm the safety and tolerability of the combination DURVA/GEM/CIS regimen is
rug-associated liver injury

- Patients who received at least 1 full dose of durvalumab, gemcitabine, and cisplatin each and at least 75% ' \_ Y, similar to that of the DURVA/
of the planned dose of ivosidenib in cycle 1 AESIs - GEM/CIS regimen alone.
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